Effect of GFJ, OJ and their extracts on uptake of [3H] vinblastine by Caco-2 cells.
Each values represent the mean ± SE of four experimets. Significant differences from control, * ; P < 0.05. Experiments were performed in 10 volumes for transport study and 0.1 volumes for metabolism study equivalent to original juice. Each value represents the mean ± S.E. of three or four experiments.
[Abstructs] We investigated the inhibitory effect of components in grapefruit juice (GFJ) and orange juice (OJ) on the uptake of vinblastine, a substrate of P-glycoprotein, by Caco-2 cells. Significantly increased uptake of [3H] vinblastine at the steady state by Caco-2 cells was observed in the presence of GFJ and OJ. This suggests that the both juices involve compounds inhibiting P-gp function. We examined the effect of three organic solvent extracts, ethyl acetate, diethyl ether and methylene chrolide, of GO and OJ on the uptake of [3H] vinblastine. The inhibitory effect was shown more in ethyl acetate extracts than the other two extracts, in the both case of GFJ and OJ. Furthermore, the ethyl acetate extracts of GFJ and OJ were fractionated by cosmosil column chromatography with stepwise methanol solution. Inhibitory effect of GFJ on P-gp function was maximun in the fraction eluted with 60% methanol solution, while OJ's was maximun in 70% methanol solution.
Each fraction contained different component. Moreover, inhibitory effect of GFJ on CYP3A4 was maximun in the fraction eluted with 80% methanol solution. This study suggested the existence of unknown specific inhibitory compounds in GFJ and OJ for the P-gp, but not for CYP3A4 function.
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